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AB The invention relates to a compound of general formula (I) wherein A 

represents deuterium or hydrogen, R represents a group selected from CI- 6 
alkyl, C3-10 cycloalkyl or Ph, which can be substituted by Cl-3 alkoxy, 
fluorine, chlorine, bromine, iodine, nitro, amino, hydroxy 1, oxo, mercapto 
or deuterium. The C atom marked with a * (star) can be present in an (R) 
configuration, in an (S) -configuration or a mixture thereof. The invention 
is characterized in that the above-mentioned compds . are free bases with a 
degree of purity of more than 97 wt %. The invention also relates to a 
method for the production of highly pure compds. of general formula (I) and to 
the use thereof in the production of medicaments. Thus (R)-2-[3- 
(Diisopropylamino) -1-phenylpropyl] -4- (hydroxymethyl) phenol was reacted 
with isobutyric acid chloride to form f esoterodine . Fesoterodine was 
purified via the formation of its fumaric acid salt. 1 . 5 G of the highly 
pure fesoterodine was mixed with 8.5 g silicone adhesive Bio-PSA 7-4300 
and applied to a foil in order to prepare a transdermal delivery system. 
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AB Disclosed herein are pharmaceutical compns . comprising various 

combinations of an antimuscarinic or an anticholinergic agent, a compound 
that causes stimulation of salivary glands, and a compound that relieves 
constipation. Also disclosed are methods of treating a patient suffering 
from overactive bladder comprising administering to the patient the above 
pharmaceutical composition To an individual with overactive bladder is given 5 
mg of oxybutynin two to four times a day in addition to 5 mg of pilocarpine 
two or three times a day. If the individual continues to complain about 
dry mouth, the dose of pilocarpine is increased to 10 mg two or three 
times a day. The dose can be increased upto 20 mg, or 50 mg, if needed. 
Each dose of oxybutynin can be increased to 10, 15, 20, or 30 mg. 
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TI Treatment of the overactive bladder syndrome with muscarinic receptor 

antagonists - a matter of metabolites? 
AU Michel, Martin C; Hegde, Sharath S. 

CS Department of Pharmacology & Pharmacotherapy, Academic Medical Center, 

University of Amsterdam, Amsterdam, 1105 AZ, Neth. 
SO Naunyn-Schmiedeberg 1 s Archives of Pharmacology (2006), 374(2), 79-85 
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DT Journal; General Review 
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AB A review. Antagonists of muscarinic acetylcholine receptors, such as 
darifenacin, oxybutynin, propiverine, solifenacin, tolterodine, and 
trospium, are the mainstay of the treatment of the overactive bladder 
syndrome. Fesoterodine is a newer drug awaiting regulatory 
approval. The authors briefly review the Pharmacol, activity of their 
metabolites and discuss how active metabolites may contribute to their 
efficacy and tolerability in vivo. Except for trospium, and perhaps 
solifenacin, all of the above drugs form active metabolites, and their 
presence and activity need to be taken into consideration when elucidating 
relationships between pharmacokinetics and pharmacodynamics of these 
drugs. Moreover, the ratios between parent compds . and metabolites may 
differ depending on genotype of the metabolizing enzymes, concomitant 
medication, and/or drug formulation. Differential generation of active 
metabolites of darifenacin or tolterodine are unlikely to influence the 
overall clin. profile of these drugs in a major way because the active 
metabolites exhibit a similar pharmacol. profile as the parent compound In 
contrast, metabolites of oxybutynin and propiverine may behave quant, or 
even qual. differently from their parent compds. and this may have an 
impact on the overall clin. profile of these drugs. The authors conclude 
that more comprehensive studies of drug metabolites are required for an 
improved understanding of their clin. effects. 
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The invention provides medicaments comprising combinations of 
bronchodilators, glucocorticosteroids and HMG-CoA reductase inhibitors in 
the treatment of respiratory disorders such as chronic obstructive 
pulmonary disease (COPD) . For example, a metered dose inhaler contained 
per dose formoterol fumarate dihydrate 4.5 jag, budesonide 160 ^xg, 
rosuvastatin 1 mg, and HFA 227 50 \xL. Also, an inhalation/oral 
combination comprised an aerosol formulation containing per dose formoterol 
fumarate dihydrate 4 . 5 ug and budesonide 160 ug, and a tablet 
formulation containing rosuvastatin 10 mg. 
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AB The invention relates to a compound of general formula (I) wherein A 

represents deuterium or hydrogen, R represents a group selected from CI -6 
alkyl, C3-10 cycloalkyl or Ph, which can be substituted by Cl-3 alkoxy, 
fluorine, chlorine, bromine, iodine, nitro, amino, hydroxyl, oxo, mercapto 
or deuterium. The C atom marked with a * (star) can be present in an (R) 
configuration, in an (S) -configuration or a mixture thereof. The invention 
is characterized in that the above-mentioned compds . are free bases with a 
degree of purity of more than 97 wt %. The invention also relates to a 
method for the production of highly pure compds. of general formula (I) and to 
the use thereof in the production of medicaments. Thus (R)-2-[3- 
(Diisopropylamino) -1-phenylpropyl] -4- (hydroxymethyl ) phenol was reacted 
with isobutyric acid chloride to form f esoterodine . 
Fesoterodine was purified via the formation of its fumaric acid 
salt . 1 . 5 G of the highly pure fesoterodine was mixed with 8 . 5 
g silicone adhesive Bio-PSA 7-4300 and applied to a foil in order to prepare 
a transdermal delivery system. 
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TI Mucosal adjuvants and delivery systems for oral and nasal vaccination 

AU Baudner, Barbara C. ; Verhoel, J. Coos; Junginger, Hans E.; del Giudice, 
Giuseppe 

CS IRIS Research Center, Siena, 53100, Italy 

SO Drugs of the Future (2004), 29(7), 721-732 



CODEN: DRFUD4; ISSN: 03 77-82 82 
PB Prous Science 
DT Journal; General Review 
LA English 

AB A review. The pillars of pharmacotherapy for overactive bladder (OAB) are 
antimuscarinic agents which inhibit bladder smooth muscle contractions 
through interference with acetylcholine action on muscarinic receptors of 
the detrusor smooth muscle. Despite the availability of different 
antimuscarinic compds . , physicians and patients remain dissatisfied with 
current treatments due to adverse events and/or insufficient efficacy. 
Therefore, new agents with improved safety and efficacy profiles are 
needed for a more effective treatment of overactive bladder. 
Fesoterodine is a novel bladder- selective muscarinic antagonist 
that has shown potent antimuscarinic activity in vitro and in vivo. In 
multiple investigations, the agent has been shown to be safe and well 
tolerated in subjects of different ethnic origin, age and gender; in poor 
and extensive CYP2D6 metabolizers ; in subjects taking concomitant 
medication inhibiting CYP3A4 ; in fed or fasted states; and in those 
suffering from hepatic impairment. No clin. relevant changes in heart 
rate, blood pressure, ECG parameters or laboratory analyses have been seen with 
therapeutic doses of fesoterodine in these studies. 
Furthermore, in a phase II clin. trial in patients with OAB, 
fesoterodine demonstrated rapid and significant efficacy on a 
variety of endpoints. The results of this trial encouraged the 
manufacturer (SCHWARZ PHARMA) to initiate a phase III clin. trial program 
for fesoterodine. 
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overactive bladder: a safety update 
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SO Drugs of the Future (2004), 29(7), 715-720 

CODEN: DRFUD4; ISSN: 0377-8282 
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DT Journal; General Review 
LA English 

AB A review. The pillars of pharmacotherapy for overactive bladder (OAB) are 
antimuscarinic agents which inhibit bladder smooth muscle contractions 
through interference with acetylcholine action on muscarinic receptors of 
the detrusor smooth muscle. Despite the availability of different 
antimuscarinic compds . , physicians and patients remain dissatisfied with 
current treatments due to adverse events and/or insufficient efficacy. 
Therefore, new agents with improved safety and efficacy profiles are 
needed for a more effective treatment of overactive bladder. 
Fesoterodine is a novel bladder- selective muscarinic antagonist 
that has shown potent antimuscarinic activity in vitro and in vivo. In 
multiple investigations, the agent has been shown to be safe and well 
tolerated in subjects of different ethnic origin, age and gender; in poor 
and extensive CYP2D6 metabolizers; in subjects taking concomitant 
medication inhibiting CYP3A4 ; in fed or fasted states; and in those 
suffering from hepatic impairment. No clin. relevant changes in heart 
rate, blood pressure, ECG parameters or laboratory analyses have been seen with 
therapeutic doses of fesoterodine in these studies. 
Furthermore, in a phase II clin. trial in patients with OAB, 
fesoterodine demonstrated rapid and significant efficacy on a 
variety of endpoints. The results of this trial encouraged the 
manufacturer (SCHWARZ PHARMA) to initiate a phase III clin. trial program 
for fesoterodine. 
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Me Me I 



AB The invention relates to a device for transdermally administering a compound 
of formula (I) , wherein A represents hydrogen or deuterium, R represents a 
group selected among CI- 6 alkyl, C3-10 cycloalkyl, or Ph, each of which 
can be substituted by Cl-3 alkoxy, fluoride, chlorine, bromine, iodine, 



nitro, amino, hydroxy, oxo, mercapto, or deuterium, the C atom marked by * 
(asterisk) being provided in the R configuration. The invention is 
characterized in that the compound of general formula (I) is provided in a 
polymer matrix and is released at a dose of 0.5 to 20 mg per day through 
human skin. The invention further relates to the use of said compds . of 
formula (I) for producing transdermal medicaments. Thus a silicone-based 
transdermal system was prepared by the hot-melt process. 8.5 G of an 
adhesive mixture composed of BIO-PSA 7-4300 from Dow-Corning and 5 
weight /weight % 

ozokerite or ceresin was heated to 150 °C for 20 min until a 
homogeneous melt was formed. 1.5 G fesoterodine were added to 
the melt; the mixture was kept for addnl . 5 min at 150°C; followed by 
application onto a preheated foil. 5 Cm2 samples were used for dissoln. 
studies . 
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AB Fesoterodine as new effective and well- tolerated antimuscarinic 
for the treatment of urgency- frequency syndrome is studied here. 
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TI Fesoterodine: Treatment of urinary incontinence muscarinic M3 
antagonist 
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SO Drugs of the Future (2003), 28(7), 647-651 

CODEN: DRFUD4; ISSN: 0377-8282 
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DT Journal; General Review 
LA English 

AB A review. Urinary incontinence and overactive bladder are extremely 
common disorders affecting up to 12 and 20 million adults in the U.S., 
resp. Current pharmacotherapy includes peripherally acting compds. which 
modulate bladder smooth muscle contraction or centrally acting agents 
which modulate the neurol. control of urination. Anticholinergic agents 
inhibit bladder smooth muscle contraction through interference with 
acetylcholine action on muscarinic receptors on detrusor smooth muscle. 
However, the first anticholinergic agents were associated with a high rate of 
adverse events due to nonselectivity and targeting of several muscarinic 
subtypes and thus other organs. The search for novel, more 
bladder- selective antimuscarinic agents with better tolerability was 
initiated. Fesoterodine is a novel selective muscarinic M3 
receptor antagonist that has shown potent antimuscarinic activity in vitro 
and in vivo and has been selected for further development as a treatment 
for urinary incontinence and overactive bladder. 
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TI Combination of selected opioids with other active substances for use in 

the therapy of urinary incontinence 
IN Christoph, Thomas 
PA Grunenthal G.m.b.H., Germany 
SO PCT Int. Appl., 126 pp. 
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OS MARPAT 140:13084 

AB The invention discloses the use of a combination of opioids (e.g. 

tramadol) with other active substances for producing a drug for the 
treatment of urinary urgency or urinary incontinence. The invention also 
relates to corresponding medicaments and to a method for treating urinary 
urgency or urinary incontinence. 
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